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Dear Dr. Friedman:

This letter provides Department of Defense (DOD) comments on the July 3 1,
1997, Fedti Reffister  notice soliciting comments art the Interim Pinal RuIe  of
December 21, 1990, authorizing the Commjssioner of Food and Drugs ro determine
that obtAn.ing  informed consent for the use of investigational new drugs in certain
military combat exigencies is not feasible. We feel the prime objective should be to
allow medical personnel to use the best prophyIactic and therapeutic products available
to protecr military members against chemical  and’bioIogi& weapons  and other
operational medical threats and to protect disasrer response personnel and the public in
rhe event of domestic terrorism use of chemical  and bio1ogica.I  weapons We offer three
primary poiats in support of maintaining the “rnili~ combat exigency” rule-

1. We must keep faith with the President’s commitment that “we will always,
always do.everythinp;  we czm to protect our own-”

. Consideration of the military combat exigency rule should  be guided primarily
by the need to protect military forces. There are undoubtedly numerous compliance
issues concerning “investigational new drug” (ND) rules in military combat
operations, and many of these are indeed important. But they are secondary to the
primary issues of the Ilik and he&b of military members in high threat situations. The
review of the interim fiaal rule should stat-r with a commitment to allow medical
personnel to use the best prophylactic and therapeutic products available to protect
military members against chemical and biological weapons and orher operational
medical threats.

2. The need to “proms our own” extends to the threat of foreign and domestic
terrorism involving use of chemical or biological weapons  against military personnel or
civilians.

Khobar Towers, the World Trade Center, Oklahoma City. and the Tolqo
Subway are reminders of the need for preparedness against terrorism. The DOD is



required by IpxesidentiaI  Decision  Directive 39 to support &e Department of I&z&h and
Efu.man  Services  in ma&rig  available DOD stockpi&  of u+ue medical products in the
event of a domestic terrorism use of chemia  or biologicai weapons. The medical
response to such an event - whether against military or civilian targets - may include
the treatment we of produm not approved by rhe FDA for general commti
marketing. The abiIity  to use these “investigational  new drugs” in this context may be
critical to saving lives, perhaps many, many lives. In a Iarge emergency response
operation, as in a large military combat operation, CompIiance  with a.II of rhe normal
FDA rules for IlVDs - rules designed prhnarily for cIiicaI research tria.Is  - may be
quite infaible. E the best uatment  available to save lives is an IND product, use
should not be hindered by non-feasible regularory eompiiance requirements. The
responsible Federal agencies should be guided by the prime objective of allowing
medical personnel to use the best prophylactic and rkrapeutic products available LO
protect military members against chemical and biologiml weapons and other
operational medical threats and to protect disaster response personnel and the public in
the event of domestic terrorism use of chemicaI  and biologiti  WZQXKLL

3- The ability to “prurect  our own” requires a range of viable options for the
President and orher senior officials  to consider  in a, miIitary or civilian emergmq,
including the option of deter&ring that informed consent and other normal IND
requirements are infeasible.

How the responsible agencies achieve the prime objective of allowing medical
personnel to use the best products availabIe  depends on the cirB of the
exigency presented. There needs to be a range of potentially viable options that can be
considered by the President, Secretary of Defense, Secretary of Health and Human
Services, and other officials to meet the prime objective in military or civilian terrorism
exigencies thar may arise. For particular scenarios, options might include: use of
approved prtiucts  only; use of IND products under alI IND rules; use of IND products
with waivers of many IND rules; and perhaps special product approvals for emergency
uses only. One of the options that should remain avaihtble  is the use of aa MD
product under a determination that normaI  IND nrles, including informed consent, are
infeasible. DOD would prefer, as FDA undoubtedly would, that this option  not be
used. However, we strongly believe the authority of the current rule must be
maintained as an option.

Finally, we look forward to the results of our joint FDA/DoD/OEP  working
group charged to develop a range of potentialIy viabIe options for achieving the prime
objective of aI.Iowing  medical personnel to use the best prophylactic and therapeutic
products available to protect military members againstchemical  and bioIogical weapons
and other operational medical threats and to protect disaster response personnel and the
public in the event of domestic terrorism use of chemical and biologicat weapons. This
is a diff%xlt challenge, one not likely to produce in the near term an ‘perfect
soIution. n Therefore, we suggest the work group cor~centmte  on developing a range of
potenrially viable oprions  that could be considered’by  the President, Secretary of
Defense, Secretary of Bealth and Human Services, and other officials to meet the
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Secretary of &z&b and H&m Senices;,  and other officiah to meet the prhe
objdve in mikary or civilian terrorism exigencies that may arise in the neat term.

Attached are DoD response5 IO the Questions  posed in the Federal Re&er
notice. Also, to suppIemenr  the public record, we resubmit our comments of
September 13, 1996, and enclose a copy of the 1996 testknony of Dr. Edmund Howe
to the Presidential Advisory Committee on Gulf War Illnesses cone tie ethics  of
the military combat exigency rule.

Thank you for your assistance in these matters over the past few mon&s and for
your consideration of DOD comments on this important natiozlal  seczriq issue.

Sincerely,

Edward D. Martin, M.D.
Acdng Assistant Secretary of Defense

1. DOD comments on questions posed in Federal  Rep;is@r  notie.
2. DOD letter to FDA of September 13,1996.
3. PACGWI  1996 testimony of Dr. Edmund Howe.



Department of Defense Comments
on l??DA Qu@.ions RegaMng Interim Final  Rule

Issue A: Questions regarding rhe interim rule.

A. (I) Should the agency rwoke the interim rule? If so, why?

The Department of Defense considers it a national defense requirement that the
authority of the military combat exigency ruIe be mainrained.

A- (2) Are there circumstances under which use of the inrerim rule would be
justified? rf so, what are those circunmances  ?

The circumstances under which use of the military combat exigencies rule is
both justifiedand required are that based on the best evidence of safety and efficacy of
a drug or vaccine, the-degree  of peril posed by the threat for which the drug or vaccme
is indicated, and the absence of a satisfactory alternative therapy, failure to use the
drug or vaccine will, regardless of the personaI preferences of the mihtary  member, be
contrary to the best interests of the member, endanger other personnel in the unit, and
risk failure of the military mission.

Implicir in this answer are three points which, at rhe risk of redundancy, bear
explicit underscoring. First, the military purpose is force protection, not data
collection. Stated another way, it is medical treatment, not medical research. Second,
the drugs and vaccines involved will be safe. The evidence of safety will be
comparable to that for drugs and vaccines approved by FDA for general commerti
marketing. They are not exotic, experimental drugs. Third, the reason these products
are &.ssified as “investigational new drugs” - i-e., the reason rhey  have not been
approved by FDA for generaI commercial marketing - is that efficacy has not been
proven in controlled human clinical trials, which is the normal FDA standard for drug
approvals. But apparent efficacy will be established by results of animal &Is and
other means. Sracked  against the degree of peril and absence of an alternative, the
evidence of safety and efficacy -- even if less than that necessary for FWA approval for
general commercial marketing throughout the United Stares - is sufficient for FDA
approval for standardized use in the military combat exigency.

A. (3) The interim rule is based on the premise that informed consent is not
feasible in military combat exigencies because if a soldier were permitted to say 3t.o. ”
this could jeopardize the individual soldier’s life, emknger other personnel in his or
her unit, and jeopardize the accomplishment of the combat mission. DOD has akged
that it is nof an optioll  to excuse a nonconsenting soldierfiom  a military mission.
Given the experience in the Gtclf War, does this rationale still hold?

The use of the military combat exigencies rule during the Gulf War was to help
protect American military personnel from the enemy’s horrific arsenal of chemical and



bioIogical.  weaponry. The most important “experience in the Gulf War” was rhat the
enemy chose not to use this arsenal. If there is a basis for confidence that every
potential adversary in the future would aIso not use such weapons, then the rationale
for the military combat exigencies rule would not “still hold-”

The problem is that the world community has clearly documented very
aggressive chemical and biological weapons programs in North Korea, China, J&n,
Iraq, Libya, Russia, and possibIy other countries. In a future conflict, the United
States will have four options:

Option 1: To assume t.he.enemy  will not use chemical or biological
weapons, and, therefore, to eschew medical countermeasures.

Option 2: To excuse military personnel who chose not to use the medical
protection, both respecting their individual choice and saving them from danger.

Option 3: To allow individual military members to decide on the use of
medical countermeasures,  but with the selection having no impact on the
individual’s responsl’bility  for the mission.

Option 4: To make standardized use of a drug or vaccine, when indicared
by the best evidence of its safety and efficacy, the degree of peril posed, and the
absence of a satisfactory alternative therapy.

The respective risks of each option must be considered. If option 1 is chosen,
and the assumption turns our to be wrong, there could be horrendous consequences-
Under option 2, the predictabIe  consequences in any major scale mili&ry operation, are
a large number of abstentions, grave danger for remaining members who choose to
carry out the mission, and military tilure. If option 3 is chosen and the enemy uses
chemical or biological weapons, those who declined medical  protection wiX1 be at great
risk, as will others in their units who reIy OR them and the accomplishment of the
aspects of the missi& for which they were responsible. If option 4 is followed, and it
turns out that the enemy does qor  use the weapons, the drugs or vaccines would have
been received unuecessarily.

At this juncture, it is not necessary for the Secretary of Health and Human
Services to decide that option 4 is the most prudent course - only &at it should be un
option; that it might bethe best option under some circumstances  that might arise. For
it to be an option, the military combat exigency rule must be maintained.

A. (4) Instead of waiving rhe reqtiremti  for informed consent, is it feasible to
obtain ankipatory consent porn military personnel during  peace time for the ficttlre use
of investigational prothcrs  during a military con@t? If it is feasible, would such
coltpent be valid as “informed consent “? what wou.ki be the needed consent algor$hm
to make it valid and fea.sBe?



It is unclear what “anticipatory consent” means. For example, is it a subset of
option 2 or option 3, as described in the comment to the previous question? The
primaty issue is not the proximity of the consent to rhe use of the drug or vaccine, but
whether the military command authority m order mili&y  personnel to use a drug or
vaccine under the extremely limited circumstances described in the comment to
question 2, above, and covered by the current military combat exigency rule. If the
concept of “anticipatory consent” means providing information and training to military
persome  in advauce of contingency operations, &is is very d&rable-

A. (5) Instead of w&&g the requirement for informed consent, is it feasible  to
obtain anticipatory conrertt porn military recllcifs  @rior ro their recruitmenr  into the
military) for the jLture use of investigational products during a military conflict? Ifir
is fearible, would such conseM be valid? what would be the needed cowem algorithm
to nu&e it valid rmdfea@ble?

Again, the mea&g of “anticipatory consent” is not clear. In a very real sense,
under the all-vohmteer  military force, the act of volunteering for military service is
consent to be subject to command authority for the conduct of military operations. It is
well understood that this command authority can order an individual to do things that
may result in the loss of the individual’s Iife. It is also well understood that the
autonomy enjoyed by civilians in American society is sig&!cantIy  sacrificed in the
specialized society of the military. To the extent the conducr of military operations
includes requirements to take drugs or vaccines $hen indicated by the best evidence of
safety  and efficacy, the degree of peril posed, and the absence of a sarisfaaory
alternative therapy (whether or not those products have been approved for general
commercial marketing in the United States), this is subsumed by tie obligation freely
accepted - legally, ethically, and practic4ly - by every military member.

If the point of the question is whether informed consent similar to that under 21
CFR Part 50 is fmible,  the answer is that it is not. Among, the reasons is that the
regulations disallow any penalty for declining to use an IND product, as well as assure
the right to withdraw consent at any time. If declining means the individual who wants
to join the military will nor be accepted, the “vohmtariness” of the consent will not
meet the regulatory requirement, nor would irrevocable consent. IJZI  addition,
providing detailed information regarding a variety of possible threats and medical
countermeasures a recruit might face during a period of military service is not feasible-

A. (6) If tke interim rule is needed, are there changes that shouki be m&e to it
based on experiences during and following the Gulf War? rf so, what are these
changes and why should they be made.

The Deparunent  of Defense has no changes to recommend based on experiences
during and following the Gulf War, but welcomes the opportunity to mnsider  changes
suggesred in the public comment process.

A. (7) Can or should the interim tie be narrowed in scope? If so, how?



The scope of the rule should not be narrowed. It shotid be broadened in two
ways. First, it should be explicit that military operational exigencies other than combat
are covered within the scope of the rule. For example, protection against a terrorist
attack, such as that at Khobar Towers last year, or an endemic disease rhreat in a
peacekeeping or humanitsrian  operation might meet the criteria of the rule and should
be covered. Second, the issue of medical countermeasures against rhe threat of
domestic terrorism involving chemical or biologia weapons should be considered.

A. (8) pthe 4e were to be re-proposed:

(a) Should there be a requirement that DOD’S proposed use of
investigational products(s) be approved by an LRB that  is irukpendent of DOD? If so,
why should DOD be held to a requiremew  not imposed on other institldions, and what
should be the requirement for thm ilrdependent  IRB? Can this be accomplished without
compromising military ot national senwity?

Under the law, the chain of command for military operations “runs - (1) from
the President to the Secretary of Defense; and (2) from the Secretary of Defense to the
commander of the combatant command.” 10 USC. 8 162. The Department of
Defense does not support the diversion of command responsibility to a review board.
It should be noted that the use of the military combat exigency rule requires a
determination by the Commissioner of Food and Drugs, who is independent of DOD,

(b) Should the authority to mctke the qpaSibili@ aktermillation n (i.e.,
whether obtaining in@nned consent is “not feasible .*) under the inten’m rule be vested
in persons or entities other than the Commissioner of FDA ?

The Commissioner of the FDA is the appropriate official for rhe feasibility
determination.

(c) Should the nrle be mote specific in describing the information that
must be supplied to miliraty personnel, or shmdd FbA have wide latitude to make  such
determinations on a case-by-case basis?

The items of information to be provided to military personnel should be agreed
upon by the DOD and the FDA on a case-by-se  basis. Information should address:
the nature and degree of per9 against which the drug or vaccine is designed to protect;
safety and efficacy of the drug or vaccine; contraindications and side-effects; and
alternatives treatments.

(d) Should additional measures be taken 10 insure that info--on
requited by FDA is @ktively conveyed to the affected military personnel? If so, what
should these measures be?



No changes to the regulation are required in this regard. Ar the time the
determination is requested that informed consent is non  feasible in a par&&r military
combat exigency, DOD should provide its plan for the dissemination of information.

(e) Should the rule address what constimes  adequate record-keying
and adt?quate  long rem follow-up  of individuals who receive investigational products?
rfso, in what way?

The rule need not more specifically address record-keeping for the use of
investigational products. Issues of record-keeping and follow-up are already covered in
existing FDA regulations and guidelines, including the rules for the r;reatment  use of
INDs. DOD and FDA should work toward a mutually sarisfactory resolution of
feasible record keeping requirements- This work can take account of ongoing DOD
initiatives to develop auzomated  record keeping and immtu&ation  tracking systems.
These should facilitate record keeping and follow-up for approved products and INDs,
even in operational settings-’

fl should the rule contain a4liiiona.l procedures to enhance
mdetstanding,  ovetsighz, and accountability? If so, whaF are these procedures?

DOD believes internal military procedures for understanding, oversight, and
accountability have been and will continue to be strengthened. These matters,
however, are separate from the decisive factors pertinent to the issue of the feasibility
of informed consent under certain military combat exigencies.

(g) Should the rule contain aaWiona1 procedures to rtack
noncompliance?

Validation of compliance is an important matter for DOD to assure. However,
no changes in the regulation are needed concerning this matter.

Issue B: When is it ethical to expose volwzteers to toxic chemical and biological agents
to test the ejj+ectiveness  of products that may be wed 10 provide potential protection
against those agents?

The products under development are to be used to protect service members
against IethaI exposure to chemical and biological wee agents. It is never ethical to
expose volunteers to such lethal amounts of these agents in order IO test the potential
effectiveness of pre-treatment, treatment  or prophylactic products.

Dose or concentrafio~ ranging studies are normally required for new or new-
indication studies of drugs or biologics. Because response to trrztbnmt of sub-lethal
doses of chemical or biological agent (weapons) could not be exuapolated  to predict
response to higher doses, a l&al dose would be necessary to test tie efficacy of the
protective drug or biologic. If lethal doses were given to volunteers, a 100% effective



rescue agent would need to be availabIe, in case the protective agent failed and ZI
pote~~Mly  fatal toxicity had to be reversed. Antidotes IO probable threat agents do not
currently exist _

Issue C: If products that may be used to provide potential protection against teak
chemical and biological agents cannor  be e&ally tested in hwnam, what evidence
would be needed to demonstrate their safety and @e&mess?

C(l)- Should FDA identify,  the eviaknce needed to detrwnstra.te sa$@ and
.$Fectiveness  for drugs that cannot ethically be tested on humans lo demonstrate
@cacy when such tests would involve administering a severely toxic substance ro
human volunreers? vyes, what should constitute the evidence needed to demonstrate
sa$ety and @icaq?

Safety and efficacy data from wellcontrolled  animal studies can serve as the
basis for approval of certain drugs or biologics for humans. Four requirement
categories for generating safety and efficacy data are provided.

1. Animal studies should clearly show efficacy-  A validated animal
model should be selected which has biological and mechanistic relevance to
humans for the toxicology of the compound and the pharmacology of tie
antidote.

2. Animal studies should show a functional relationship between a surrogate
marker and efficacy. A change in the surrogate marker should reflect a change
in efficacy-

3. The surrogate marker needs to reflect the pathophysiology of the toxic
process.

4. The surrogate marker should be measurable in humans. The drug or
biologic agents should produce in humans the surrogare endpoint that would
indica= detoxification of the chemical or biological weapon. The kinetics
and/or pharmacodynamics  of the drug or vaccine should be sufficiently
understood to allow estimation of an effective dosing regimen in humans.

In addition, other information should be obtied in order to better undasrand and
perhaps predict the reactions of the drug or vaccine when given to a large group of
DOD personnel. These might include metabolic and disposition pathways in both the
animal model and in humans and population studies in humans to understand clinical
covariates to predict response ranges in very Iarge groups.

C(2) ifthe  agency were to ident@ the evidence needed to demmstrate  sq+Tq
and @ectiveness  of these products, would this preclude the need for the interim rule?
WRat spe@fic advamages  would this ofleer  over the interim rule?



Not completely- There will always be a requirement for the interim rule. Even
if safety and efficacy benchmarks Were identified by the agency for the products uader
development today, until these products were actually Iicensed  or approved, they would
still be investigational.. The clear threat of new chemical and biological weapons being
developed makes the search for protective agents a continuous process. In the DOD’S

efforts to continually improve medical. care and to counter new chemical and biological
threats, there will always be products in development which will not have yet reached
sufficient marurity to be licensed or approved. These products may still require use
while they remain in an IND status, in which case use in connection with military
combat exigencies may raise an issue regarding de feasibility of informed consent.

C(3) Civilian populations may require produm used in rhe prevm*on or
treatment of the serious or Eye-thre@ening  e#ects from exposure to toxic chemical or
biological agents, e.g., in the eve& of exigencies such as the release of toxic chemical
agents in the To40 subway system Thur, should the agency consider ickntifring  the
evidence needed to demonstrate safety and ~ectiveness for these products which would
apply to both civilian as well as militmy popuktiuns?

The Office of Emergency Preparedness, DOD, and the FDA shouid work
together to assure that medical personnel can use the best prophylactic and therapeutic
products available against chemical and bioIogi& weapons in both the military and
civilian contexts. This should be an urgent priority-
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USE OF INVESTIGATIONAL DRUGS AND VACCmS IN TlB G'CJLF WAR

ETHICAL CONSIDERATIONS IN WAIVING INFORME33 CONSENT
FOR MILITARY EXI@NCIES

Mr. Chairman, discidgrrished  Members of the Committee, I am

Edmund G. Howe, M-D-, J-D,, Professor of Psychiat-ry and Director of

Programs in Medical Ethics at the Uniformed Services University of

the Health Sciences- 1 appreciate the opportunity to discuss with

you today the exceedingly difficult ethical questions which arose

in regard CO the <se of protective agents in the Persian Gulf-

When the DOD first anticipated that Iraq might use chemical and

biological weapons, the DOD was aware of the profound ethical

dilemmas this situation posed.. Consequently, the DOD immediately

sought consultation from other govemental agencies and civilians

outside the DOD with special expertise in medical. ethics.

One of the parties with whom the DOD conducted extensive

discussions was the. Office for Protection from Research Risks

(OPRR/~IW) - The OPRR is responsible for monitoring and protecting

the health and welfare of humans and animals when they are used as

research subjects in behavioral and biomedical research supponed

by the Public Health Service. Guidance from the OPRR was

particularly valuable to the DOD's understanding of the ethical

issues involved pertaining to research. The OPRRpursued  extensive

-e ethical discussions with civilian ethiqiscs throughour the process



of providing eJbica1 input to the DOD- This process consisted of?

- many hours' of discussion at multiple meetings held by the DOD with

the OPRR and other experts, including those from other governmental

agencies such.as.the FDA- I was fortunate enough to be one of the

civilians asked to participate in this process-

The ethical questions posed were of enormous significance

because in addition to servicepersons' autonomy, tens of thousands

of servicepersons' lives were potentially at stake, It was known

that certain agents would help protect servicepersons from the

harmful effects of these weapons if Iraq chose to use them. Thus

the use of these agents, literally, might have been lifesaving.

Yet, these agents had not been tested for this particular use on

humans. It would, in fact, have been unethical. to subject humans

to the effects of chemical or biological weapons to determine the

extent to which these protective agents would be effective. Thus,

two unprecedented ethical questions arose: Should these agents be

used at all? And if they shouldbe, should servicepersons be given

the opportunity to withhold consent?

The ethical justification of the military's giving

serviaepersons these agents without obtaining their consent is as

follows : For the sake of this discussion, it must be assumed that

this war was both necessary and just. If this is assumed to be

true, servicepersons have unique obligations during war both tO

their country and CO other servicepersons with whom they risk their

lives during combat. That is, servicepersons  agree to sacrifice

their lives if necessary to further the milicaryls mission or to



benefits the servicepersons serving with them. Servicepersons‘ -

- -.;
understand thar they may have to sacrifice any number of personal

interests during combat and, implicitly, they agree to ma&, such

sacrifices if this is necessary when they enter the military-

This shift from the usual ethical priorities adopted by

civilians during peacetime is exemplified by the principle of

military medical triage. Normally during emergency situations

medical careproviders give highest prioricy to saving the lives of

chose patients who are worst off, During combat, military

physicians are expected under extremely rare circumstances to do

the opposite. Namely, they are expected to shift: priorities and

treat servicepersons  who are better off and oan return to battle if

and when this seems necessary CO further the likelihood of success

of the militaxy's mission. In actuality, th%s hardly ever occurs.
--

In principle, however, this shift is radical. 1~ is this same kind

of shift in regard to the use of protective agents which was

,necessitated by the threat of Iraq's using chemical and biological

warfare against our troops-

The underlying ethical justification for this rare and radical

shift in priorities is that unless the customary values are

saorifimd, far greater wrongs may occur: these may include one

country taking over another and harming its people, genocide, and

even the destruction of this nation and its people. The different:

priorities in the military during combat, accordingly, are not

established by the military but are established by and represent

the country whose interests it se-es.

Servicepersons' priorities differ, then, from civilians( in



that their individual +tere_stq*aqe saordinated to those of the

mission and their unit-IF 1. Thus, although it would be in

servicepersons' individual best interests to not fight when they

are ill, as from malaria or dysentery, commanders may send them to

the front, regardless of their illness, if this is necessary to

benefit the mission or other .servicepersons. Similarly, if an

individual serviceperson  did not want to carry a canteen, wear

protective clothing, or he vaccinated against an endemic disease,

the commander could not permit this serviceperson to exercise

autonomy in this manner since this would unnecessarily endanger the

serviceperson and, consequently. the mission and other

servicepersons in the unit.

Servicepersons are aware that a s  they approach actual

fighting, their auconumy dramatically may decrease. TRY

understand that their commander may order them to enter life-

threatening situations under enemy fire, and mke any number of

other decisions to benefit the mission or the unit- These may

include their commanders

devices during combat.

As I already have

requiring them to make use of protective

stated, when servicepersons join the

military, they agree to subordinate  their own interests and

autonomy to the military when necessary for the mission or their

unit. This promise is also reciprocated, however, by the military.

The military, in turn, promises all servicepersons that it will

protect their lives during combat to the maximal degree that this

is possible, contingent, of course, on its fulfilling the.needs of

the mission.



. . . .\ _ Hzhically, there. are basically four arguments tkat _

-r -. servicepersons  should take protective agents without being given

the opportunity no refusk to consent: First, this is necessarjr  to

, r maximize the likelihood that the US military effort will succeed.
.,

As stated, if US troops were decimated after Iraq used chemical or

biological weapons, hardly imaginable harms to persons in other

countries and rbis one could occur. Second, this is necessary CO

protect inordinate numbers of servicepersons' lives which would be

lost if Iraq used these weapons. Third, this is necessary for all

servicepersona to fulfill the implicit promise they have made to

other servicepexsons thar: they will sacrifice their lives if

necessary for the mission or their benefit- In this case, of

course, the sacrifice requi#ed to save the mission or other

servicepersons  is not their lives but their autonomy to refuse to
=-

consent to taking these protective agents. Fourth, this is

necessary for the military to fulfill its promise to al.1

servicepersons to do everything possible to protect their lives;.

What are the opposing arguments? First, it can be argued that

protective agents which have not been fully tested should not be

given at all- Whether these agenEs should be given should depend

primarily on whether these agents most likely would save large

numbers of servicepersonsr lives if Iraq used chemical or

biological weapons, but do little harm if Iraq did not. As stated,

when the possible need for protective agents initially became

apparent, medical experts in the DOD and FDA reviewed the available

data on the effects of these agents on humans in other contexts and

on animals. On the basis of this review, the DOD determined that- -



for the agents considered, the probable benqfi?xrvere  overwhelming

I--"-.
and the expected adverse risks,’ minimal- If this had not been the

CZLS~  or if the benefit/risk ratio had even been significantly

closer to marginal, the justification for using these agents would

have been, of course, increasingly problematic.

Second, it can be argued trhat even if these agents should be

available, servicepersons  should be able CO refuse to take them- If

servicepersons could refuse consent, this would respect their

autonomy, but several important values vould be violated- That is,

if servicepersons were permitted to refuse to consent, two options

would be possible: Seruicepersons who refused consent could be

excused from combat altogether or they could remain in combat

without their being protected by these agents.

If servicepersons were excused from combat, this could result

.,F=-. i n  U S  t r o o p s becoming significantly depleted. This could

jeopardize the success of the mission and increase the danger to

servicepersons who remained in combat. Further, if consenting

servicepersons remained in combat, this would violate the ethical

principle of justice or equity- That is, those who took the agexs

would still risk being killed during combat by normal weapons;

those who did not take these agents and, therefore, were removed

from combat would not-

If, on the other hand, senricepersons who refused consent

remained in combat without these protections and Iraq used chemical

or biological weapons, the servicepersons without protection vould

be much more vulnerable to illness and death. Again, as a reshlt of

the depletion in their numbers, the success of the mission could be
--p
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tb=tened and servicepersons taking protective agents more greatly

-~IF- \
endangered- They would be additionally etrdangered if they atcempced

to help these servicepersons.

Fortunately, the degree to which these agents would protect

sewicepersons from the effects of chemical and biological weapons

was never tested in the Persian Gulf. Yet, investigations following

the war have indicated that Iraq had these weapons ready for use,

It may have been only because Iraq falsely believed that the US

would retaliate with nuclear weapons tbt Iraq decided not to use

them. Our information regarding the weapons Iraq could have used

was accurate. For example, Iraq vas prepared to deliver botulism,

a highly lethal disease, by missile attack. Botulism vaccine was

.one of the protective agents given to servicepersons-

Thus, this chilling question remains: Whatwouldhave happened

- if Iraq had used these weapons and U. S. foxes had not had as much
c

protection as possible? The grim outcome which can be imagined

s~p~rts the wisdom of the ethical judgements actually made- xt

suggests as well, several new needs, such as to insure that

servicepersons are protected as much as possible in the future and

to establish means by which other countries' forces, capt=u=d enemy

servicepersons and civilians CZUI be protected a6 well- These

initiatives may go beyond the scope of this discussion, but,

hopefully, will be among the ethically important outgrowths of this

meeting-



THE AalSTAYT  SECRETARY OF oEFENSE

WJV~-MNGTON.D~C-  2030I-1200

., SEP 1 3..jggE

Honorable David Kessler, M-D-
Commissioner of Food aad Drugs
Department of Health and Human Services
Rockville, Maryland 20857

Dear Dr- Kessler:

On behalf of the Department of Defense, I submit comments on
the petition filed May 7, 1996, by Public Citizen Litigation _
Group requesting that the FDA repeal 21 CFR si 50,23(d), which
allows the Commissioner‘of F-d and Drugs to determine #at
obtaining informed consexx for the use o'f an investigational new
drug is not feasible under certain military combat exigencies.

'...

Granting this petition would jeopardize the lives and health
of 'military persome and weaken natiotil defense- The
Department of Defense urges that it be 'denied.

"32
The DOD comments are set forth in the attachment- To

briefly summarize, when the President orders the deployment of
U.S. milit=ary forces, the U-S- Government has a duty co cake all
reasonable precautions to bring about a successful completion of
the mission and a safe return of the forces. In today's world,
that duty must include a recognition of the startling
proliferation of chemical and biological weappns among potential
adversaries and terrorist organizations and an obligation to
implement the besr. possible medical countermeasures.
Implementation of the-best possible medical countermeasures may
require the standardized treatment use of an investigational new
drug or vaccine for all personnel at risk in a military combat
exigency- The current rule's authority to do this is extremely
limited, available only under extraordinary circumstances and
explicitly restricted to advancing the best interests of the
military personnel. concerned- The current regulation ful'ly
complies with applicable law and governing ethical standards.

Overall, notwithstanding some'.difficulties  in carrying out
the designed treatment protocols, the uses of the current rule
dciz-ing the Persian Gulf War clearly support the rule's
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continuation. It was used only ctice, both times for well
established drugs about which very strong evidence of safety and
efficacy was documented, It was never used for exotic or
"experimental" drugs. Finally, DOD initiatives since the Gulf
War, including those taken for Operation Joint Endeavor in
Bosnia, have improved our ability to implement medical
countermeasures under the authority of the current'rule, should
that become necessary in the future-

It has been nearly six years since the current rule was
approved by the Secretary of Health and Human Services in
anticipation of imminent hostilities in the Persian Gulf War.
The rule whs accepted by the courts, by Congress, by the press,
and by the public, Remaining dissenters are few, and are
unencumbered by any respansibility  for the lives and safety of
the personnel sent by the President into military operations.
Even with critical hindsight, the interim final rule stands tciaay

-T,4 as a scrupulously limited, well justified authority- DOD remains
quite interested in working with the FDA on possible refinements
to the rule and improvements in implementation procedures, as
well as on methods to expedite approal of appropriate drugs and
vaccine's needed for military operations.

We cannot predict the next occasion on which the President
will determine that the national interest requires the deployment
of U.S. military personnel, nor the exact threats they will face,
We can, however, predict that the best medical countermeasures
may well include the treatment use of an investigational new
drug. And we can be certain of our duty to provide the best
medical countermeasures available, For these reasons, the
Department of Defense believes it is a national defense
requirement that the authority of the current rule be maintained.

We urge that the petition be denied.

Sincerely,

Attachment
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DEPARTMENT OF DEFENSE COMMENTS ON
PUBLIC CITIZkN LITIGATION GROUP'S PETITION TO REPEAL

INTERIM RULE ON THE !FREAT'KENT USE WITWUT INFO= CONSENT OF
I~STIGATION7& XEW DRUGS IN MILITARY COMBAT EXIGENCIES

The Department of Defense respectfully submits the following
statement of reasons for urging that the petition to repeal the
interim final rule be denied.

1. When the President commits U.S. military forces to a
combat, peacekeeping, or humanitarian deployment, the U.S.
Government has a duty to take all reasonable precautions to bring
about a successful completion of the mission and a safe return of
the deployed forces.

Following the terrorist bombing in June at. the U-S- facility
in Dhahran, in which 19 were killed, many critical questions have
been asked of senior government officials about whether adequate
precautions had been taken to protect these military members. It
is predictable that such questions will be asked any time there
are deaths and injuries that appear in hindsight to have possibly
been preventable. This arises from the duty felt.by the people
to support deployed military forces whose responsibility it is to
carry out missions ordered by the President. That support
includes an expectation that the Department of Defense and other
agencies of the U.S. Government recognize their duty to take all
reasonable precautions to promote the successful completion of
the mission and the safe return of the military mernbers-

A vital part of that duty falls to the medical establishment
of the Government. In preparing to meet that duty, scenarios
involving hundreds or thousands of potential casualties and the
precautions that should be taken must be considered. This
responsibility  to consider threats and precautions is not
exclusive to the Department of Defense- Expertise and
authorities of other agencies are often implicated, and when they
are, these agencies share in the Government's duty to the
military forces. Any breach of that duty by DOD or any other
involved agency invites a potential calamity-
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2, The Government's duty to take all reasonable precautions
to preserve the fighting force mxst include recognition of the
startling proliferation of chemical and biological weapons among
potential adversaries and terrorist organizations and an
obligation to implement the best possible medical
countermeasures.

In a recent report1 on the proliferation of weapons of mass
destruction, Secretary Perry wrote:

We received a wake-up call with Saddam Hussein's use
SCUD missiles during Operation Desert Storm and new
information on his ambitious nuclear, biological, and
chemical weapons programs. The proliferation of these
horrif'ic weapons presents a grave and urgent risk to the
United Stares and our citizens, allies, and troops abroad-
Reducing this risk is an absolute priority of the United
States.

* * * ⌧ l

of

- . I . v The bad news is that in this era the simple
threat of retaliation that worked during the Cold .War may
not be enough to deter terrorists or aggressive regimes from
using nuclear, biological, and chemical weapons. . . _ The
bottom line is that, unlike during the Cold War, those who
possess nuclear, biological and chemical weapons may
actually come to use them. The increase in the likelihood
of regional war in today's world raises the risk.

This new danger requires new thinking and new
leadership on how to prevent, deter and, if necessary,
respond to the threat. . I -

This Report goes on to document very aggressive chemical and
biological weapons programs in North Korea, China, Iran, Iraq,
Libya, Russia, and possibly other countries- In addition, there
have been warning signs regarding activities of terrorists and
insurgents, including the 1995 nerve gas attack in Japan. The

1 "Proliferation: Threat and Response," Office of the
_Secretary of Defense, April X996-
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Report concludes:

The character of warfare has changed. Just as military
planners tiust assume that antagonists may have armored
forces and combat aircraft, planning for major regional
conflicts must give consideration to the possibility that
adversaries may have NBC [nuclear, biological and chemical]
weapons and the means to deliver them,

When such consideration is given to this possibility,
attention must be focused on identifying the best possible
medical countermeasures to the biological and chemical weapons
threat-

3- Implementation of the best possible medical
countermeasures w require the standardized treatment use of an
investigational nev drug or vaccine for all personnel at risk in
a military combat exigency, including those personnel who, for
whatever reason or no reason at all, would prefer an alternate

--* treatment or no treatment.

The need to determine the best possible medical
countermeasures may lead in any of a number of directions, Most
likely, the medical community will recommend reliance on well
established preventive or treatment approaches using approved
drugs and licensed vaccines. However, in some cases, there may
be no such option available, In this regard., the development of
prophylactic or therapeutic modalities for chemical and
biological weapons threats is severely hindered by an inability
to carry out human clinical trials of efficacy- Nonetheless,
sufficient evidence of efficacy may be present using a
combination of animal model trials and surrogate endpoint data on
humans. When justified by the safety and efficacy data, DOD
strongly favors approval of a New Drug Application and continues
to believe that the FDA's accelerated approval process, including
the option of marketing limitations, is an appropriate mechanism
for addressing these special military needs.

In still other cases where the best possible medical
approach includes the use of an investigational new drug, it may

F---
not be necessary, depending upon the nature of the risk and other
factors, to use the investigational product on a standardized
basis. For example, in the current Bbsnia deployment, military
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members are given the option of receiving tick-borne encephalitis
vaccine; members are free to decline the vaccine-

However, it is also possible that the best medical
countermeasures are products not approved by FDA for general
commercial marketing for the specific purpose involved, that
approval under the accelerated process is not practicable, and
that because of the nature of the threat and the lack of
alternatives, a failure to use a drug would endanger individual
members, others who rely upon them to carry out their respective
tasks, and the mission. The question becomes: what should be
done in such cases? In the preamble to the interim final rule,
the FDA, answered the question:

- . 7 . DOD has the right and responsibility to make command
decisions that expose troops to the possibility of combat
and has the concomitant responsibility to protect the
welfare of these troops both individu'ally  and as a group- .
- l FDA respects DOD'S obligation and commitment to do
everything possible to protect military personnel who may be
exposed to potentially hazardous conditions. FDA further
.appreciates that this protection may include medical
treatment or prevention with an investigational drug
considered necessary to protect not only the health of
individrial soldiers but to ensure the welfare of the
remaining forces. _ . _ Since these individual soldiers may
be required to be exposed to combat, &ttinc aem tQ
choose whether to receive an invesegatio&-product  that is
,the,&v available sati,s-&ctorv gxotection acast life-
*eatenins conditions. is contrary to tm indivi&al best
interests ati t the welfa
[Emphasis addedol

-the solms involved.

One might ask: why would military members decline
recommended drugs or vaccines under these circumstances? The
answer is that there could be many, many reasons. Individuals
might decide that it is unlikely that chemical or biological
weapons will be used, or that, if they are, protective gear will
be sufficient- They might have heard rumors of side effects or
"mystery illnesses" attributed to the drugs or vaccines. They
might not believe information from command authorities based on
disenchantment with circumstances particular or general. They
might have seen media coverage of statements from "public
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interest" advocates back home inappropriately accusing the
military of wrongs comparable to Nazi medical experiments. They
might be getting erroneous medical advice from friends or family.
They might be confused by the first-time.experience of having a
choLce regarding combat medical care. They might put off a
decision until a later possible time or event. Moreover, if the
choice is truly voluntary, they do not need a reason and may not
have one. The fact is that there is no basis to assume that,
among a group of many thousands of people presented with
complicated medical information, most will chose the course all
knowledgeable medical people would consider the only wise one.
And in the middle of large-scale combat operations or
preparations, communication and decision making processes are
anything but ideal.

As an illustration of the problem, assume a deployment for a
major regional conflict, such as the Persian Gulf War, ineolving
500,000 U.S. troops. Assume further a very good response rat,e of
80% of these troops providing voluntary informed consent for, to
select an example, botulinum toxoid vaccine. If botulinum toxin
weapons are used in large scale by the enemy, we will have

.100,000 troops at considerable risk of fatal injury, with '110
alternative treatment available. This far exceeds the total
number of U-S. forces killed in the entire Vietnam War- Failing
to prevent preventable casualties of even a small fraction of
'this magnitude would be a human tragedy, a military disaster, and
a national scandal of hisroric dimensions.

4- The current n11e is an wtremeXy limited authority,
requiring case-by-case justification, available only under
extraordinary circumstances, and explicitly restricted to
advancing the best interests of the military personnel concerned.

As the FDA stated in the preamble to the current regulation:

. . . * Because of the paramount impozxance of informed
consent, only the narrowest exceptions to this requirement
are consistent with FDA's responsibilities and consistent
with the best interests of human subjects. Nevertheless,
FDA has determined that, in the special circumstance that
may be created by the use of troops in combat and consistent
with its obligations under sections SOS(i) and 507(d) [of
the Federal Food, Drug and Cosmetic Act], FDA may narrowly

c
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expand the circumstances in which the Commissioner may
determine that obtaining informed consent is not feasible.

Consistent with this policy, the current rule is an
extremely limited authority- First, it does not: waive informed
consent for the military, nor allow the military to do so. It
does not even indicate that the Commissioner of Food and Drugs is
inclined to find that informed consent is not feasible in
military combat situations- Ir: stands only for the proposition
that it might be necessary under certain extraordinary
circumstances to exercise the statutory authoricy to find that
informed consent is not feasible because of military combat
exigencies.

Secondly, quoting from the regulation (21 CFR S
50-23 (d) (1)):

[DOD'S] request must also include a written justification
supporting the conclusions of the physician(s) responsible
for the medical care of the military personnel involved ani
the investigator(s) identified in the IND that a military
combat exigency exists because of special military combat
(actual or threatened) circumstances in which, in order to
facilitate accomplishment of the military mission,
presewation of the health of the individual and the safety
of other personnel require that a particular treatment be
provided to a specified group of military personnel, without
regard to what might be any individual's personal preference
for no treatment or for some alternative treatment.

Third, a duly constituted Institutional Review Board must
have reviewed and approved the use of the investigational drug
without informed consent. Id-

Fourth, the Commissioner must specifically find that Vthere
is no available satisfactory alternative therapy." Id.

Fifth, the rule requires consideration of the "extent and
strength of the evidence of the safety and effectiveness of the
investigational drug for the intended use." S 50.23 (d) (2) (iI.

.g=-=-
Sixth, the context in which the drug will be administered

must be considered- § 50.23(d) (2) (ii). A context involving one-
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on-one treatment of an injured or sick patient by a physician is
quite different from the administration of large-scale
prophylactic treatment.

Seventh, consideration must be given to the "nature of the
disease or condition for which the preventive or therapeutic
treatment is intended," such'as whether it is fatal. §
50.23 Id) (2) (iii) _

Eighth, the Commissioner will consider the nature of the
information to be provided "concerning the potential benefits and
risks of taking or not taking the drug." § 50.23(d) (2) (iv).
Even if consent is not required, comparable information will be
provided.

Ninth, determinations that informed consent is not feasible
because of military combat exigencies are time-limited, and may
be revoked. $3 50.23(d) (4).

Tenth, and most importantly, the "Commissioner may find that
informed consent is not feasible onlv when withho-
would be contrarv to the best werests of m0itar-v  nemonne1.w
3 50.23(d) (1) (emphasis added).

To repeal the regulation, as urged by the petitioners, would
be a declaration that informed consent is mver infeasible under
military exigencies, including actual, effective use of weapons
of mass destruction, which will have faral effects, for which no
alternative therapy is available, and in connection with which
withholding the IND would be clearly contrary to the best
interests of the troops.

5- The current rule is fully consistent with law and
ethics.

The legality of the interim final rule was challenged in
court by the same group that has now filed the current petition.
The courts ruled that the rule is fully consistent with law. The
District Court held:

The DOD'S use of unapproved drugs does not involve the type
of scientific investigation under controlled circumstances.
that "research" connotes. On the contrary, the DOD has
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responded to very real circumstances and chosen what it
views as the best alternative given current knowledge. The
primary purpose of administering the drugs is military, not
scientific. The fact that the DOD will collect information
on the efficacy of the drugs does not transform the
strategic decision to use the unapproved drugs in combat
into research. Furthermore, the FDA has interpreted the
FDCA to permit using unapproved drugs in a "treatment-
investigational setting" in the past. r - . The FDA,
therefore, does not view every use of unapproved drugs a,s
research, and nothing in the DOD Act 110 U.S.C. 980,
requiring informed consent in DOD "research"1 suggests that
Congress intended the term to have such a broad meaning.

Doe v- Sullivan, 756 F. Supp. 12, 15-16 (D-D-C. 1991).

The Court of Appeals for the District of Columbia affirmed
this decision in favor of the Government. The Court ruled:

While it is true that the FDA's prior interpretation of
the words "not feasible" [in section 505(i) of the Act]
focused on the subject's condition, the agency here has not
reversed course. It has simply added a tightly
circumscribed set of urgent circumstances in which the main
rule of informed consent, with fidelity to the statute's
terms, can be displaced- _ _ +

Doe v. Sullivan, 938 F.2d 1370, 1382 (D.C. Cir. 1991) (opinion by
Judge Ruth Bader Ginsburg).

Not only was the regulation fully upheld by the courts, it
is also consistent with ethical standards.. The primary issue in
the ethical analysis is: Does the use of INDs by the military in
the circumstances of the interim final rule constitute "researchn
in the context of ethical standards which prohibit nonconsensual
research on human subjects? The Belmont Report' discussed the
distinction between research and treatment:

2 The Belmont Report, Ethical Principles and Guidelines for
:A- the Protection- of Human Subjects in Research, The National

Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research, OPRR Reports, April 18, 1979-
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It is important to distinguish between biomedical and
behavioral research, on the one hand, and the practice of
accepted therapy on the other, in order to know what
activities ought to undergo review for the protection of
human subjects in research. - - T

For the most part, the term "practice" refers to
interventions that are designed solely to enhance the well-
being of an individual patient or client and that have a
-reasonable expectation of success. The purpose of medical
or behavioral practice is to provide diagnosis, preventive
treatment or therapy to particular individuals. By
contrast, the term "research" designates an activity
designed to test an hypothesis, permit conclusions to be
drawn, and thereby to develop or contribute to generalizable
knowledge. _ _ _

When a clinician departs in a significant way from
standard or accepted practice, the innovation does not, in
and of itself, constitute research.

The rule itself makes clear chat the only purpose is
treatment, and that there is no research purpose in the use of
INDs in military combat exigencies. Again quoting the primary
standard in the regulation:

The Commissioner may find that informed consent is not
feasible only when withholding treatment would be contrary
to the best interests of military personnel and there is no
available sarisfactory  alternative therapy.

21 CFR § 50.23(d) (1). Nothing in the regulation even hints that
the special authority is available if the military's purpose is
to conduct research- One might suggest that the use of an IND
for treatment purposes constitutes what the Belmont Report refers
to as a departure from accepted practice. The same might be said
for the common physician practice of off-label prescribing. But
as the Belmont Report makes clear, this does not, as an ethical
matter, convert a treatment purpose and effect into a research
purpose or effect-

-
Another example in which a significant departure from

standard clinical practice is not considered "research" is the
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FDA'S Accelerated Approval regulation, 21 CFR § 314-500, et seq-
Under that regulation, an IND can be approved for marketing, and
thus widespread treatment use, even if there is "uncertainty" as
to clinical benefit, contingent on further post-marketing studies
to follow* § 314-510. Post-marketing restrictions on
distribution, labeling, and advertising may also be imposed
pending additional evidence of safety and efficacy- 86 314,520,
314.550, 314.560, However, during this process of conducting
additional studies and collecting additional evidence, general
uses of the drug are not considered to be research, nor are they
subject to the protection of human subjects regulations.
Additibnally, FDA regulations also allow "treatment uses" of
rms, separate from ongoing research tria&. 21 CF'R § 312.34.

Once it is recognized that the use in a military combat
exigency of drugs not yet approved by the F'DA for general
commercial marketing for the particular clinical indication is
not *lresearchN under I.aw or ethical standards, the ethical
justification for the mandatory use of protective drugs is not
seriously debatable- Military members must make many sacrifices
that in the civilian world would be considered intolerable. The
Supreme Court has said: "The essence of military services is the
subordination of the desires and interests of the individual to
the needs of the service."3 Although military members do not
give up their interest in not being non&n&risual research
subjects, they must subordinate many individual interests to the
needs of the military to complete successfully the mission.
Among these is to accept preventive or therapeutic medical care
that command authorities decide is necessary for the preservation
of the fighting force.

Those who refuse to acknowledge legal and ethical
justifications for the interim final rule rely essentially on a
single semantical argument: that anything categorized by the F'DA
as an llinvestigational  new drug" is an "experimental drug," which
cannot be used for'anything except "research." But this
semantical argument is not based on any meaningful analysis of
the Food, Drug and Cosmetic Act, FDA regulations, the Common Rule
for the Protection of Human Subjects in Research, the Belmont
Report on which the Common Rule was based, or any other

3 Goldman w. Weinberger, 475 U-S: 503, SO7 (1986)-
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persuasive source. Perhaps most importantly, the superficial
semantics do not attempt to address what the interim rule does
and does not do, and how that relates to the legal and ethical
standards applicable to research and treatment. The rule does
not authorize a determination that informed consent is not
feasible in connection with any military undertaking that fits
the legal, ethical, or clinical description of "research-" The
rule allows such a determination only when, based on the nature
of the disease threat; the evidence of safety and efficacy of the
drug to counteract that disease threat, and the lack of a
satisfactory alternative, "withholding the treatment would be
contrary to the best interests" of the military members.

6. Overall, notwithstanding some problems in carrying out
the designed treatment protocols, the two uses made of the
current rule during the Persian GUI~ War support the rule's
c o n t i n u a t i o n .

Essentially, during the Persian Gulf War, DOD and FDA
- collaborated to do three significant things. One Was to

promulgate the rule authorizing a determination by the
Commissioner that informed consent is not feasible in certain
military combat exigencies. This rule was accepted by the courts
and Congress and remains in effect today- The other two
significant actions were the adoption, using the authority of the
rule, of treatment protocols for the use of two IND products as'
medical countermeasures against certain suspected chemical or
biological weapons threats. It is important to restate the facts
with respect to these two actions.

With respect to the adoption of a treatment protocol for
pyridostigmine bromide as a pretreatment antidote to nerve agent
poisoning, the FDA thoroughly reviewed the issue through the
Informed Consent Waiver Review Group (ICWRG), which included
senior officials of the FDA, plus the Director of the Office for
Protection from Research Risks (OPRR), HHS. In recommending
approval of the DOD requested determination, these ICWRG members
made the following findingsz4

JJ Memorandum to the Commissioner of Food and Drugs from
Informed Consent Waiver Review Group, Subject: IND 23,509 -
Pyridostigmine Bromide 30 mg Tablets *- Action, January 8, 1991-
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--

0 The use of pyridostigmine pretreatment, in conjunction
with atropine and pralidoxime treatment, improved
survival or animals exposed to soman. Limited human
evidence suggests that the proposed dose of
pyridostigmine will provide a level of enzyme
inhibition in humans comparable to that achieved in
animals which were protected from soman-induced
mortality.

0 There is extensive experience in humans with myasthenia
gxavis using doses of pyridostigmine much greater than
those proposed in this treatment protocol, and we have
no specific safety concerns with the proposed military
dose.

0 We agree with DOD that withholding treatment from an
individual, based on personal preference not to receive
the pretreatment with pyridostigmine, could jeopardize
the health and safety of that individual or other
military personnel in the event of a chemical attack-

Although the implementation of the approved trearment protocol
for pyridostigmine was not problem free, no such implementation
difficulties meaningfully call into question any of these
determinations made by the fCWRG.

Similarly, the proposed treatment protocol for pentavalent
botulinum toxoid vaccine also was thoroughly reviewed by the FDA.
In adopting the staff recommendation, the Commissioner responded
to DoD:~

Based on your assessment of the military operation, I find
that there is no available satisfactory a,lternative  therapy
for the prevention of botulism, and I concur with your
assessment that informed consent is not feasible and that
withholding treatment would be contrary to the best
interests of military personnel.

When the vaccine, which was in very limited supply, and the

5 Letter to Assistant Secretary of Defense (Health Affairs)
from Commissioner of Food and Drugs, December 31, 1990-
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approved treatment protocol reached the Gulf, the Central Command
changed the protocol- It was modified (without notice to the
Pentagon, as far as can be reconstructed, until after the
fighting stopped) to permit members the choice of declining the
vaccine. The Central Command Surgeon recently explained the
change as being based on three primary factors:" 1) very limited
vaccine supply; 2) the lack of intelligence reports that would
have allowed prioritized use of the limited supply based on some
judgments that certain personnel are more at risk t;han others; 3)
Command concerns about rumors arising from a Stars a St-es
article reporting on allegations back home about requiring troops
to take "experimental vaccines." .Anecdotal  reports leave
somewhat unclear whether, in actual use throughout the theater of
operations, the vaccine was uniformly administered in accordance
with the Central Command's revised protocol or was sometimes
given consistent with the original protocol.

The Central Command's revision to the protocol was a
surprise to the DOD officials with whom the FDA was dealing.
But.. in retrospect, it was quite proper to give the responsible
military command the option to decide whether actual military
circumstances unfolding in the theater of.operations truly
required the standardized use of the vaccine. Had intelligence
reports changed or had the timetable for combat operations
allowed for procurement of additional supplies, implementation of
the original protocol might have been necessary after all. It
was not unreasonable to give the Central Command that option.
However, there was a breakdown in communications that prevented a
common understanding among all ,invclved officials. Had
communications been better, the determination that informed
consent was not feasible could have been contingent upon a final
Command decision confirming the existence of, in the words of the
rule, "special military combat (actual or threatened)'-.'
circumstances" which llrequire chat a particular treatment be
provided to a specified group of military personnel, without
regard to what might be any individual's personal preference for
no treatment or for some alternative treatment."

- 6 Testimony of Brigadier General Robert Belihar before
Presidential Advisory Committee on Gulf War veterans' Illnesses,
Public Meeting, Kansas City, Missouri; January 12, 1996.
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There were also implementation difficulties in connection
with the uniform provision of information. to personnel regarding
pyridostigmine and'the preservation of records in connection with
botulinurn toxoid vaccines. Efforrs to carry out the planned
distribution of revised information packets on pyridostigmine to
the hundreds of thousands of troops deployed throughout the
theater of operations were frustrated by the limited time between
the FDA approval of the protocol January 8, 1991, and the
beginning of Operation Deserr: Storm a couple of weeks later-
With respect to record keeping and reporting on pyridostigmine,
normal IND record keeping and reporting requirements had been
waived by the FDA in recognition of the logistical realities and
the reliance on self administration of the Cablets- After the
cessation of hostilities, several surveys were conducted, with
results reported to the FDA. With regard to botulinum toxoid
vaccine, appropriate record keeping and'retention were frustrated
by the Central' Command's determination of the need for security
classification regarding biological warfare defense vaccines
(including both the licensed anthrax vaccine and the IND

_- botulinurn toxoid vaccine).

These several implementation problems establish the need for
improvements, at least some of which have already been made in
the implementation systems and procedures DOD relies upon in
operational deployments, Perhaps most importantly, the treatment
protocol development process needs to include people who are
closer to the reality of the battlefield- However, none of these
implementation difficulties during the Gulf War changes the
fundamental fact that had the enemy used its apparent capability
to deliver chemical or biological weapons, based on the available
evidence of the safety and efficacy of these two IND products and
the lack of an effective alternative treatment, the best medical
countermeasures, as far as the medical establishment of the
Government could determine, clearly included the treatment use of
these products. And, in the context of the pending petition,
nothing that happened during the Gulf War even remotely supports
the argument that military personnel or the Government or the
nation would be better off with the repeal of the current rule.

Some of the other cr%ticisms of DOD and/or FDA actions
- - during the Gulf War are without foundation. For example,

evidence supporting the safety of pyridostigmine dnd botulinum
toxoid was and still is quite solid. *Pyridostigrnine has been
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used safely for more than 40 years as the principle treatment for
myasthenia gravis at much higher doses over much longer periods
than the regimen used in the Gulf. The drug does have side
effects, but these are relatively mild. The evidence does not
suggest a difference in safety between use by men and women- The
recently published,studies conducted by Moss and by Abou-Donia in
cockroaches and chickens, respectively, used extraordinarily high
dosages and routes of administration that differed from the route
of administration used by Service members in the Gulf. Although
providing potentially valuable preliminary scientific
information, these data cannot be generalized to a human
population. Similarly, decades of experience with botulinum
toxoid vaccine provide a clear basis for confidence concerning
safe use. The overwhelming weight of evidence continues to
support the safety of these two IND products.

The efficacy of pyridostigmine has been questioned based on
an ~xny study suggesting that it decreases the effectiveness of
atropine and pralidoxime chloride against nerve agents sarin and

- vx. Pyridostigmine is used to counter soman poisoning based on
evidence that it substantially enhances the effectiveness of the
post 'exposure treatments against soman. Although it does
decrease somewhat the effectiveness of atropine and pralidoxime
against sarin and VX, the two treatments are so highly effective
against sarin and Vx, that any negative interaction of
pyridostigmine and the nerve agent would be overwhelmed by the
atropine/pralidoxime therapy. Thus, in predicted clinical
outcome, pyridostigmine substantially improves medical protection
against soman and does not affect medical protection against
sarin and VX. In preparing medical countermeasures against the
possibility of chemical weapons attack using any of these nerve
agents, as was necessary in the Gulf War, predicted clinical
outcome clearly calls*for the use of pyridostigmine.7

7 The results of the sarin/VX study were reported to the FDA
by the Army component responsible for administration of the
pyridostigmine IND in full compliance with 21 CFR 9 312.33. The
study, conducted under a different Army command element, was
unknown to the IND investigators until it was published. In any

#F-+ event, the results of the study do not affect the DOD or FDA
conclusions regarding the evidence of efficacy of pyridostigmine
for this clinical purpose-
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7. Initiatives since the Gulf,War, including current
operations in Bosnia, have improved DOD'S ability to implement
medical countermeasures under the authority of the current rule,
should that become necessary in the future.

Since the Gulf War, the Department has significantly
improved its capability to monitor the health of military
personnel deployed by the President to hazardous areas, such as
the current Operation Joint Endeavor in Bosnia. As part of the
"lessons learned" from the Gulf War, DOD has assigned a high
priority to improved documentation of health information,
including administration of medications and vaccines. A number
of initiatives are in progress to enhance capabilities to manage
medical information under field conditions. DOD has established
a task force to address the issue of medical records in a'
military theater of operations. Records pertaining to the
results of pre-and post-deployment health screening will be
captured in an automated data base- DOD is expanding the

,=T automated Composite Health Care System ICHCS) medical record
system to include a module for medical records of a deployed
force- Attention is being directed toward developing a mechanism
for computerizing medical data (including classified information,
if and when it is needed) in the field to ensure standardized
record keeping.

In May of 1994, DOD initiated an aggressive, clinical
diagnostic plan, the Comprehensive Clinical Evaluation Program
(CCEP) to offer intensive examinations to Gulf War veterans. The
CCEP has provided an in-depth medical evaluation to eligible
Senrice members concerned about their health. The CCEP provides
an integrated system to evaluate the health status of service
members who participate in deployments in the future.
Modifications of the program will allow DOD to administer health
questionnaires and conduct medical examinations of groups of
deployed personnel, and collect the information through an
automated process for entry into a centralized data base for
subsequent analysis and interpretation.

Earlier this year, DOD released the Medical Surveillance
-5 - Plan for U-S- Ground Forces Deploying to Bosnia, which has

improved significantly the capability to monitor the health of
the deployed force- The plan provided guidance, in conjunction
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with directives from the Joint Chiefs of Staff, regarding
implementation of a standardized medical surveillance program.
The program expands capabilities in a number of areas including:
health education, risk communication, standardized medical
screening pre and post deployment, health hazards assessment, and
in-theater medical surveillance. Upon return from the
deployment, each service member will undergo health screening
with the results annotated on standardized forms for entry into a
central data base. In addition, DOD has established a
telemedicine network within Bosnia that allows the projection of
specialized diagnostic care and consultation forward to the
patient-

As an aside, DOD efforts to provide effective
countermeasures against medical risks in Bosnia include very
careful planning regarding the use of two INDs. Tickborne
Encephalitis (TBE) and Hemorrhagic Fever with Renal Syndrome
(BARS) are two infectious diseases which present serious
potential health risks to U-S. forces operating in Bosnia. The

*&--Y Department through the Army Surgeon General filed INDs to use
ribavirin as a treatment for HFRS and the Austrian TEE vaccine
for immunization of military personnel, Medical staff have been
notified that. informed consent is required to administer these
pharmaceuticals. In both of these cases, DOD determination that
informed consent is feasible was based on a thorough analysis of
the nature and extent of the health risk presented, the treatment
context, the military situation, available alternatives, and,
most importantly, the best interests of the members.

CONCLUSION.

For the reasons stated above, the Department of Defense
urges that the petition be denied.
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